




August 30,1996 

Food & Drug Administration 
Center for Drug Evaluation and Research 
Documents and Records Section 
12420 Parklawn Drive 
Rockville, MD 20852 

Attention: Jonathan K. Wilkin, M-D 
Director, Division of Der 
(HFD-540) 

RE: 

AUG 3 0 l9Yo J 

Original NDA Submissi 
PeriostatTM (doxycycline hyclate capsules USP 

Dear Dr. Wilkin: 

Pursuant to Section 505 of the Federal Food, Drug and Cosmetic Act and 
2 1 CFR 3 14, we submit in duplicate, this original New Drug Application #2O+Q-#%Y-’ 
PeriostatTM (doxycycline hyclate, USP) 20 mg Capsules which is proposed for use as part 
of a professional oral health program to promote periodontal attachment level gain and 
reduce bone loss, pocket depth and bleeding on probing in patients with adult periodontal 
disease. PeriostatTM acts as an inhibitor of collagenase and, at the proposed 20 mg b.i.d. 
dose, is not an antibiotic. 

Reference is made to our presubmission of the Chemistry, Manufacturing and Controls 
Section of this NDA on May 30,1996. A copy of the acknowledgment letter is included 
as Attachment 1. 

As requested by Mr. Frank Cross of the Division, we have provided under separate cover 
an additional six copies of the Index and Summary sections of this application (Volumes 
2.1 and 2.2) and one additional copy of the Clinical Data Summary (Vol2.20), Integrated 
Summary of Efftcacy text and tables (Vol. 2.2 1,2.22), Integrated Summary of Safety text 
(Vol. 2.34). 

ColloGenex Phormoceuticols, Inc., 301 South State Street, Newtown, PA 18940 USA 
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This application has been the topic for discussion of a Pre-NDA Meeting previously held 
between CollaGenex and the Division of Medical Imaging, Surgical and Dental Drug 
Products on May 15,1995. A subsequent meeting was held on December 2 1,199s with 
the Division to discuss the toxicology section of this application. All agreements made at 
these meetings and in subsequent communications have been included in this NDA. 

Attachment 2 to the Clinical and Archive copy of this letter are disks containing the 
WordPerfect@ files for the text portions of the final study reports (Studies 5732.11 E, 
5732.1 lF, and 5732.1lG) as well as the proposed labeling in Word Perfect 6.1 format. 

Attachment 3 to the Statistical and Archive copy of this letter is a disk containing the 
SAS data sets for Studies 5732.11 E, 5732.11 F, and 5732.11 G. A copy of the 
accompanying documentation is attached to aI1 copies of this letter. 

Please be advised that material and data contained in this submission are confidential. 
The legal protection of such confidential material is hereby claimed under applicable 
provisions of 18 U.S.C., Section 1905 or 21 U.S.C., Section 331(J). 

If there are any questions concerning this application, please contact the undersigned at 
2 15-579-7619 (telephone) or 2 15-579-8577 (fax). 

Christopher Powala 
Director, Drug Development 
& Regulatory Affairs 

cc: Mr. Frank Cross, Jr., MA, LCDR 
Volume 2.1 & 2.2 (6 copies) 
Volume 2.20 (1 copy) 
Volume 2.21 4% 2.22 (1 copy) 
Volume 2.34 (1 copy) 



OEPARTMENT OF HEALTH AND HUMAN SERVICES 
PUBLIC HEALTH SERVICE 

FOOD AND DRUG AOMlNWRATlON 

APPLICATION TO MARKETA NEW DRUG FOR HUMAN USE 
OR AN ANTIBIOTIC DRUG FOR HUMAN USE 

(7itle .? 1, Code of Federal Regulations, 3!4) 

fomr~pprondr OM8Na0910~~ 
~J~~JtiOnoJlC: MJKh.)l. 1990. 
see Oh48 srrrcmcnr on Page 3. 

FOR FDA USE ONLY 

NOTE: No JpphCatlOn mJy be hled unlerr l completed Jpphcatron form hJr been recewed (21 ffR pJn3ldh 

lAME OF APPL’?%IaGenex Pharmaceuticals, Inc. DATE OF UBMISSIO 
kgust JO,1996 

iDDRESS {Number. Street. City. StJte Jndzip Code) 

301 South State Street 
Newtown, PA 18940 

TELEPHONE NO (Include AICJ Code) 

(215) 579-7619 
N E W  DRUG OR ANTl8lOTiC &‘PClC/,TloN 
NUMBfR$~~qurly Issued) 

l ! iTABLlSHfD NAME (e.g.. U5PfUSA.v) 

I 
DRUG PRODUCT 

PROPRIETARY NAME (If Jfl,‘) 

doxycycliae hyclate capsutes USP 
I 

_ Periostat- 

:ODf NAME (if Jny) 

jOSAGE FORM 
n8pbGbor;nldc ;aonohydrochlorldt 

ROUTE OF AOMINiSTRATION STRENGTH(S) 

20mg 

ROPOSED INDICATIONS FOR USE 
I I 

Treatment of adult periodontitis 

AADA 62-374 
AADA 62-839 

See Attachment 1 for Drug Master File References 

LIST NUMBERS OF ALL INVESTIGATIONAL N E W  DRUG APPLICATIONS (21 CFR PJR~IZ). N E W  
3 14:. AND DRUG MASTER FICES (2 lffR 3T4.420) REFERRED TO IN THIS APPUCATION: 

INFDRMATIOH ON APPUCATIDH 

TYPE OF APPLICATION (Ckck one) 

a 1 THIS SUBMISSION IS A  FULL APPLICATION (21 ~R314.50) (-J THIS SUEMISSION IS AN ABBREVIATED APPLICATION (ANDA) (21 CFR 314%) 

IF AN ANDA. IDENTIFY THE APPROVED DRUG PRODUCT THAT IS THE easls FOR THE SUIIMISSION 
A M E  OF DRUG HOLDER OF APPROVE0 APPLICATION N 

I 
STATUS OF MPUCATION (Ckck MC) 

PRESUBMISSION 
q ORIGINAL APPLICATION 

0 AN AMENDMENT TO A  PENDING APPLICATION 
0 l IESUBMISSIoN _-. 

0 SUPPLEMENTAL APPLICATION 

PROPOSED MARKETING STATUS (Check m) 

m  APPLICATION FOR A  PRESCRIPTION DRUG PRODUCT (Rx) 0 APPLKATION FOR AN OVER- THE -COUNTER PRODUCT (ora 

FORM FDA 356h (10/89) P,ge 1 
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CONTENTS OF APPLlCATlON 

I This a 

-T- 
X 

--i 

X 

B 

X 

X 

X 

-x 

X 

ioolication contains the followina items: (Check all that apply] 

1. Index Vol2.1 

2. Summary (21 CFR 3 14.50 (c)) Vol2.2 

3. Chemistry, manufacturing, and control section (2 1 CFR 3 14.50 (d) (I)) Plalbmittrdmfiy3l,19% 

4. a. Samples (2 1 CFR 314.50 (e) (1)) (Submit only upon FDA’s request) 

b. Methods Validation Package (21 CFR 314.50 (e) (2) (i)) v0l.s 2-f-2-4 

c. Labeling (2 1 CFR 3 14.50 (e) (2) (ii)) 

i. draft labeling (4 copies) vo, 2.4 

ii. final printed labeling (12 copies) 

5. Nonclinical pharmacology and toxicology section (2 1 CFR 3 14.50 (d) (2)) v0l.s 2.5-2.10 

6. Human pharmacokinetics and bioavailability section (21 CFR 3 14.50 (d)‘(3)) Vols 2.11-2.17 

7. Microbiology section (2 1 CFR 3 14.50 (d) (4)) 
Vols 2,18-2.19 

8. Clinical data section (2 1 CFR 3 14.50 (d) (5)) 
.I 
v 

9. Safety update report (2 1 CFR 3 14.50 (d) (5) (vi) (b)) 

10. Statistical section (21 CFR 314.50(d) (6)) 
Vols 2.110.2.21-2,109 

11. Case report tabulations (21 CFR 314.50 (f) (1)) 

12. Case reports forms (21 CFR 314.50 (f) (1)) vols 2.129 

13. Patent information on any patent which claims the drug (2 1 U.S.C 355 (b) or (c)) 
Vol2.1 

14. A patent certification with respect to any patent which claims the drug (21 U.S.C’355 (b) (2) or(j) (2) (A)) 

15. OTHER (Specify) 

I Jgree to update thar l pphcat~on wnh new safety mformrtion l boutttw drug thJt May rcJ%orubly Jffect dw StJtement of ContrJmdluttonr. 
wrrnmgr. precrutrons. or Jdvene w~cnons in the draft IJbeling. I Jgcee (0 subma there ufely updJte repOr? JS fOllO’M: (1) 4 months Jfler 
the lntllal submersion. (2) followmg rececpr of an JpprovJble letter Jnd (3) it other timer JI reQue%ted by FDk If this JpphCJtlOn n JpprOVtd. I 
Jgree to comply with all law% Jnd rtgulationr thatapplyto JppfOWd JppllUflOflS.tncludlng the followmg: 

1. GOOd mJI-WfJcTWU-%g prJ~lC~r~gUiJtlO~S,~~l CfR 210 Jtld211. 
2. labehng regulattonr tn 2 1 CFR 201. 
3. In the case of J prercrrpnon drug product. prescrIptIOn drug JdvetWlng regulatconr u-8 21 CFR 202. 
4. Regulat~onionmatmgchrngerm ~pphcationtnZ1 CFR314.70.314.71.Jnd 314.72. 
5. Regulationron reports m 21 CFR 314.80 ~nd314.81. 
6. Locale slate and federrl l nvrronmenlJl Impact IJM. 

If thtr JPD~ICJUOI-I Jppller to J drug product that FDA hJ% proposed for xchedulmg under the cornrolled subnrncer Act I agree not to mJrtet fhe 
product unnl the Orug Enforcement Admwvrtratloo mJter J fmrl rchcdulmg decrvon. 

NAME OF RESPONSIBLE OFFICIALORACENT 

Christopher V. Powala 
DATE 

AOORESS (Streer. C~ry. Scar.?, Zip Co&) 

CollaGenen Pharmaceuticals, Inc. 
PA l&940 

TELEPHONE NO.(Lxludc Arec C&e: 

- -- (215) 579-7619 
(WARNING: A willfully false statement is a criminal offense. U.S.C. Title 18, Sec.1001.) 

ORM FOA 356h(lcm91 PJgt 2 
1 


